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Fig 1. Toxic epidermal necrolysis. A, Clinical presentation
on day 30 after initial chemotherapy. Skin lesions on the
back showed exudative erythema with positive Nikolsky
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Myalgias, impaired renal function, and leucopenia
developed. Even though treatment was discontinued
13 days later, skin lesions progressively improved.
Twomonths later the patient died due to progression
of the lymphoproliferative process.
SS is a primary cutaneous T-cell lymphoma
associated with dysregulation of both cellular and
humoral immunity.1 Staphylococcus aureus has been
identified as the most common pathogenic organism
in cutaneous infections and bacteremias in patients
with SS. Disseminated herpes infections are also
frequently found with progressive cell-mediated
immunity decline.1 Leishmaniasis due to L. infantum
is endemic in Spain, both in immunocompetent and
in immunosuppressed patients, and is transmitted by
mosquitoes.2Disseminated cutaneous leishmaniasis is
rarely seen in SS. To our knowledge, there is only
one report of cutaneous leishmaniasis in a patient
with SS.3
Cutaneous leishmaniasis caused by dermotropic
species may disseminate in immunosuppressed
patients and present different clinical characteristics.
Poor response to treatment is common and relapses
are frequent,4 depending on the Leishmania strain.5
Differential diagnosis of disseminated cutaneous
eruptions in immunocompromised patients must
include other infectious diseases such as leish-
maniasis, histoplasmosis, sporotrichosis, and para-
coccidioidomycosis. Histopathologic examination is
necessary for the diagnosis of cutaneous leishman-
iasis, although the parasites may not be found. If
clinical suspicion is high, polymerase chain reaction
may be useful.5
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E-mail: testrach@clinic.ub.essign. B, Histopathologic findings of skin biopsy specimen
taken from area of erythema on the left arm. Hematoxylin-
eosin staining showed interface dermatitis and exocytosis
of mononuclear cells with individual cell necrosis of
keratinocytes. Scale bar: 300 m.REFERENCES
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http://dx.doi.org/10.1016/j.jaad.2014.07.010Toxic epidermal necrolysis in the absence of
circulating T cells: A possible role for resident
memory T cells
To the Editor: Toxic epidermal necrolysis (TEN) is a
life-threatening mucocutaneous disease with high
mortality, mainly induced by drugs. Although the
pathogenesis of TEN remains elusive, reports have
suggested the importance of T lymphocytes.1,2 Here,
we report a case of TEN that occurred in the absence
of circulating leukocytes but in the presence of
resident memory T cells (TRM), suggesting key role(s)
for TRM in the pathogenesis of TEN.
Fig 2. A toD, Two-color immunofluorescence images of frozen skin sections from the left arm
were obtained for CD4/CD8 (green) and CD45RO/CD69 (red ). The majority of CD41 T cells
and CD81 T cells are costained with CD45RO and CD69. T cells that co-express both molecules
(arrowheads). Scale bars: 20 m.
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Letters e215A 60-year-old Japanese man with natural
killer cell leukemia underwent SMILE chemo-
therapy (dexamethasone, methotrexate, ifosfamide,
L-asparaginase, etoposide). On day 19 after
initiation of chemotherapy, erythema appeared on
the whole body associated with a fever of 398C.
Targetoid lesions and erosions developed on the
trunk and extremities. Erosions extended to the oral
and genital mucosa, and covered more than 60% of
the body surface by day 25 (Fig 1, A). Blood work
on day 18 showed profound leukocytopenia
(\1.0 3 102/L, with absence of lymphocytes on
blood smear), which persisted thereafter.
Hemoglobin was 8.0 g/dL and platelet count was
2.1 3 103/L. Histopathologic examination of a skin
biopsy specimen on day 23 revealed interface
dermatitis with individual cell necrosis (Fig 1, B).
Infiltrating cells were mostly CD41 and CD81 T cells
(Fig 2).
Upon diagnosis of TEN, all drugs were either
discontinued or changed. High-dose intravenous
immunoglobulin (400 mg/kg/d) was given for
5 days and intravenous methylprednisolone (1000
mg/d) for 3 days followed by oral prednisone
(2 mg/kg/d). Although the TEN subsided, he died
of cerebral hemorrhage on day 39. The culprit drug
remained undetermined.This case of TEN occurred in the absence of
circulating T cells. As recently reported, skin contains
a large number of TRM.
3,4 To determine whether TRM
was involved, a necropsy skin specimen was
analyzed via immunofluorescence microscopy for
the expression of CD45RO (memory T-cell marker)
and CD69 (resident T-cell marker).4 The majority of
CD41 and CD81 T cells expressed CD45RO and
CD69 (Fig 2). These results indicated that lesional T
cells were of TRM phenotype, and because TRM were
the only lesional T cells, it was suggested that they
played a major role in the pathogenesis of this case.
Expression of granzyme B indicated that lesional TRM
were activated (data not shown).
TRM in this patient’s skin presumably arose in
response to previous inflammatory events. Why such
TRM with irrelevant antigen specificity attacked the
epidermis in the presence of drugs to which the
patient had not previously been exposed remains
unclear. Interestingly, Ostrov et al5 reported
that abacavir binds to a major histocompatibility
complex groove, which alters the repertoire of
self-peptide ligands bound, thereby allowing
self-reactivity of T cells. Application of this concept
to our case would suggest that the culprit drug
generated a self-peptide/drug/major histocompati-
bility complex as a neo-epitope on the keratinocytes.
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keratinocytes that resulted in epidermal necrolysis.
Further analyses are needed to reveal the precise
mechanisms.
This case shows that TEN can be evoked even
in the absence of circulating T cells, and emphasizes
the importance of TRM during skin inflammation
including drug hypersensitivity.
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E-mail: keisuke.nagao@nih.govFig 1. Varicella zoster viruseinduced generalized pustular
psoriasis in an infant. Pustulosis and crusts on the face,
trunk, and limbs are seen.REFERENCES
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To the Editor: A 2-month-old otherwise healthy boy
presented with erythema and pustules without
vesicles on the face, trunk, and all limbs. There was
no improvement following treatment with oral
antibiotics 3 weeks earlier. On admission to our
hospital he had a slight fever and a generalized
crusted pustular eruption (Fig 1). Laboratory
data showed the following abnormal values:
white blood cell count 19.14 3 109/L (normal range:
7-15 3 109/L); C-reactive protein level 108.5 mg/L
(normal range: \3 mg/L). Bacterial culture of
the pustules and microscopy for fungal infection
were negative. Histopathologic examination of a
skin biopsy specimen revealed spongiosis with
neutrophil infiltration in the upper epidermis (Fig 2).
The pustulosis did not improve with application
of a potent topical steroid and vitamin D3-containing
ointment. Oral cyclosporine was started and
gradually increased to 4 mg/kg at 64 days from the
disease onset. One week later, the pustules
had almost cleared. Administration of 4 mg/kg
cyclosporine was continued for more than 9
months. Extensive pustules reappeared with
development of an upper respiratory tract infection
